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IN THE CLAIMS: 

The following is a complete listing of the claims: 

1 . (Amended herein) A method for the treatment of p r o lif erative dio o asos, i nc l ud i ng 
cancer, which comprises administering to a mammal mamma l ian opocio in need of 
treatment therefor thoroof a synergistically, therapeutically effective amount of (1) at least 
one ant i pro li fora ti v o ag on t ( s ) anti-neoplastic cytotoxic agent, and (2) a= at least one 
compound of formula I, 




G is selected from the group consisting of alkyl, substituted alkyl, aryl, substituted 
aryl, heterocyclo, 




W is 0 or NRi 5 ; 
Xis OorH, H; 
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Y is selected from the group consisting of O; H, OR16 ; OR17, OR17; NORis; H, 
NHOR 19 ; H, NR20R21; H, H; and CHR 22 ; wherein when Y is ORi 7 ,ORi 7 , two R17 can be 
joined so that Y is a cyclic ketal; 

Z-i and Z 2 are independently selected from the group consisting of CH2, O, NR23, S, 
and SO2, wherein only one of Z1 and Z 2 can be a heteroatom; 

B1 and B 2 are independently selected from the group consisting of OR 2 4, OCOR 2 5, 
and 0-C(=0)-NR 2 6R27 , and when B 4. io H and Y io OH, H, thoy can form a oix momborod 

D is selected from the group consisting of NR28R29, NR30COR31 and saturated 
heterocycle; 

Ri, R2. R3> R4, R5, R6, R7. Ri3> R14, Ri8> R19, R20, R2i> R221 R26and R 27 are 
independently selected from the group consisting of H, alkyl, substituted alkyl, and aryl, and 
when R-i and R 2 are alkyl , R ^ and R? can be joined to form a cycloalkyl, and when R3 and 
R 4 are alkyl , R 3 and R4 can be joined to form a cycloalkyl; 

R9, R10, R16, R17, R24, R25 and R 31 are independently selected from the group 
consisting of H, alkyl, and substituted alkyl, or where Y is OR 17, OR 17 , two R 17 can be a 
joined to form a cyclic ketal; 

Rs, R11, R12, R28, and R307-&33, and R 33 are independently selected from the group 
consisting of H, alkyl, substituted alkyl, aryl, substituted aryl, cycloalkyl and heterocyclo; 

R15. R23 and R 2 g are independently selected from the group consisting of H, alkyl, 
substituted alkyl, aryl, substituted aryl, cycloalkyl, heterocyclo, R 32 C=0, R33SO2, hydroxy, 
O-alkyl or O-substituted alkyl; 

R3? , and R 33 are independently selected from the group consisting of H, alkyl, 
substituted alkyl, aryl, substituted aryl, cycloalkyl and heterocyclo ; and 

pharmaceutical^ acceptable salts thereof and any hydrates, solvates or geometric, 
optical and steroisomers thereof; 

with the proviso that compounds wherein 

W and X are both O; and 

R1, R 2 and R 7 are H; and 

R 3 , R 4 and R 6 are methyl; and 

Re is H or methyl; and 
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Zi and Z 2 are CH 2 ; and 

G is 1-methyl-2-(substituted-4-thiazolyl)ethenyl; and 
Q is as defined above A 
are excluded. 

2. (Amended herein) The method according to Claim 1 wherein the a nti p r o lif ora ti vo 
anti-neoplastic cytotoxic agent is administered following administration of the Fo r mu l a I 
compound of formula I . 

3. (Amended herein) The method according to Claim 1 , wherein the ant i prol i forat i vo anti- 
neoplastic cytotoxic agent is administered prior to the administration of the Formula I 
compound of formula I . 

4. (Amended herein) The method according to Claim' 1 wherein the ant i pro l iforat i vo 
anti-neoplastic cytotoxic agent is administered simultaneously with the formu l a 1 compound 
of formula I . 

5. (Amended herein) The method according to Claim 1 fee comprising the treatment 
of cancerous solid tumors. 

6. (Amended herein) The method according to Claim 1 fee comprising the treatment 
of refractory tumors. 

7. (Amended herein) The method according to Claim 1 wherein the anti pro l iforat i vo 
anti-neoplastic cytotoxic agent is selected from the group consisting of a microtubule- 
stabilizing agent, a microtubule-disruptor agent, an alkylating agent, an anti-metabolite, 
epidophyllotoxin, an antineoplastic enzyme, a topoisomerase inhibitor, procarbazine, 
mitoxantrone, i nh i bitors of co ll cyc l o progroodion, radiation, a#d=a platinum coordination 
complex , and/or mixtures thereof . 
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8. (Amended herein) The method according to Claim 1 wherein the anti pro l iforativo 
anti-neoplastic cytotoxic agent is selected from the group consisting of an anthracycline 
drug, a vinca drug, a mitomycin, a bleomycin, a cytotoxic nucleoside, a taxane, an 
epothilone, discodermolide, a pteridine drug, a diynene, an aromatase inhibitor, afld=a 
podophyllotoxin , an anti-metabolite, and/or mixtures thereof . , 

9-12 Canceled. 

13. (Amended herein) The method according to Claim 1 wherein said compound of 
P4fmOa4 formula I is [1S 1R*,3R*(E),7R*,10S*,1 1R*,12R*,16S*]]-7,1 1-dihydroxy- 
8,8,10,12,1 6-pentamethyl-3-[1 -methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-1 7- 
oxabicyclo[14.1.0]heptadecane-5,9-dione and the anti proliferat i ve anti-neoplastic cytotoxic - 
agent is N-r5-rrr5-(1.1-Dimethvlethvl)-2-oxazolvllmethvnthiol-2-thiazolvll-4- 
piperidinecarboxamide Compound 5 . 

14. (Amended herein) The method according to Claim 2 wherein said compound of 
Parnate formula I is [1S 1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy- 
8,8, 10,12, 16-pentamethyl-3-[1-methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17- 
oxabicyclb[14.1 .0]hepfadecane-5,9-dione and the ant i pro l iforat i vo anti-neoplastic cytotoxic 
agent is N-r5-rrr5-(1.1-Dimethvlethvl)-2-oxazolvllmethvnthiol-2-thiazolyl1-4- 
piperidinecarboxamide Compound 5 . 

15. (Amended herein) The method according to Claim 1 , wherein said compound of 
For m u l a formula I is [1 S 1 R*,3R*(E),7R*,1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy- 
8,8,10,12,16-pentamethyl-3-[1-methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17- 
oxabicyclo[14.1 .0]heptadecane-5,9-dione and the ant i prol i forativo anti-neoplastic cytotoxic 
agent is Cisplatin. 

16. (Amended herein) The method according to Claim 3, wherein said compound of 
Formula I formula I is [1S 1R*,3R*(E),7R*. 10S*,11R*,1'2R*, 16S*]]-7,11-dihydroxy- 
8,8,10,12,1 6-pentamethyl-3-[1 -methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-1 7- 
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oxabicyclo[14.1 .0]heptadecane-5,9-dione and the a n t i prol i forativo anti-neoplastic cytotoxic 
agent is Cisplatin. 

17. (Amended herein) The method according to Claim 1, wherein said method comprises 
the administration of Compound 1 MS-1R*.3R*fE).7RM0SM1RM2RM6S*n-7.11- 
dihvdroxv-8,8, 1 0, 12,1 6-pentamethvl-3-f1 -methvl-2-(2-methvl-4-thiazolyl)ethenvn-4-aza-1 7- 
oxabicyclof14.1.01heptadecane-5,9-dione and Carboplatin. 

18. (Amended herein) The method according to Claim 1, wherein said method comprises 
the administration of Compound 1 F1S-1 R*.3R*(E).7RM0S* 1 1 RM2RM6S*11-7.1 1- 
dihvdroxv-8,8, 10,12,1 6-pentamethvl-3-M -methvl-2-(2-methvl-4-thiazolvl)ethenyll-4-aza-1 7- 
oxabicyclof14.1.01heptadecane-5,9-dione and doxorubicin. 

19. (Amended herein) The method according to Celaim 1, oaid method co m p ri s in g wherein 
said method comprises the administration of Compound 1 f1S- 
1R*.3R*(E),7R*,10S*.11R*.12R*.16S*l1-7,11-dihvdroxv-8,8.10.12,16-pentamethvl-3-ri- 
methvl-2-(2-methvl-4-thiazolvl)ethenvl1-4-aza-17-oxabicvclo[14.1.0lheptadecane-5,9-dione 
andCPT-11. 

20. (Amended herein) The method according to Celaim 1, wherein Q in said Formu l a I 



compound of formula I is 




X is O; 
Y is O; 

Zi and Z 2 are, independently, CH 2 ; and 



W is NR 



15- 
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21. (Amended herein) The method according to Claim 6, wherein said compound of 

Formula formula I is selected from the group consisting of at least one of : 

[1 S-[1 R*,3R*(E),7R*, 1 OS*, 1 1 R*,1 2R*,1 6S*]]-7, 1 1 -dihydroxy-8,8, 10,12,1 6-pentamethyl-3-[1 - 

methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,13,17-trioxabicyclo[14.1.0]heptadecane-5,9- 

dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*,12R*,16S*]]-7,1 1 -dihydroxy-8,8, 10,1 2-tetramethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,13,17-trioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1,10-dioxa-13-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1,10-dioxa-13-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-8,8, 1 0, 12, 1 6-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4, 14,1 7-trioxabicyclo[1 4.1. 0]heptadecane-5,9- 
dione; " 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,14,17-trioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1-methyl-2-(2- ' 
methyl- 4-thiazolyl)ethenyl]-1,1 1-dioxa-13-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thizolyl)ethenyl]-1 ,1 1-dioxa-1 3-cyclohexadecene-2,6-dione; 



-7- 



Attorney Docket No. LD0268NP 
US application Serial No. 10/091 ,061 

[1S-[1R^3R*(E)7R^10S^11R^12R^16Sl-7,11-dihydroxy-8,8,10,12,16-pentarrlethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-9-one; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*,1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-9-one; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*,1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-3,8,8, 10,12,1 6-hexamethyl-3- 
[1-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*,1 1 R*, 1 2R*, 1 6S*]j-7, 1 1 -dihydroxy-3,8,8, 1 0, 1 2-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4 l 8-dihydroxy-5,5,7,9,13,16-hexarnethyl-16-[1-rnethyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5,5,7,9,16-pentarnethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2,1 6-pentamethyl-3-[1 - 
rhethyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-6,8,8, 1 0, 1 2-pentamethyl-3-[1 - 
methyl-2-(2-rhethyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E),7R*,10 , S*,11R*,12R* l 16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R* 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-8,8, 10,1 2-tetramethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 
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[4S-[4R*,7S*!8R*,9R* , 1 5R*(E)]]-4,8-dihydroxy-5,5,7,9, 1 3-pentamethyl-1 6-[1 -methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R*7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5,57,9-tetramethyl-16-[1-nrlethyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0SM 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-4,8,8, 1 0,12,1 6-hexamethyl-3- 
[1-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*,1 1 R*,i 2R*, 1 6S*]]-7, 1 1 -dihydroxy-4,8,8, 1 0, 1 2-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-diorie; 

[4S-[4R*,7S*,8R*,9R*, 1 5R*(E)]]-4,8-dihydroxy-1 ,5,5,7,9,1 3-hexamethyl-1 6-[1 -methyl-2-(2- 
methyi- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-1,5,5,7,9-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 

[1S-[1R^3R*(E),7R^10S^11R^12R^16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-13-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*,1 1 R*. 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-13-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1 -methyls- 
methyl- 4-thiazolyl)ethenyl]-10-aza-1-oxa-1 3-cyclohexadecene-2,6-dione; 
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[4S-[4R^7S^8R^9R^15R*(.E)]]-4,8-dihydroxy-5 l 57,9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 0-aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-14-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1S-[^3R*(E)7RM0S^1RM2RM6S1]-7,11-d^ 

methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-14-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[4S-[4R*,7S*,8R*,9R*, 1 5R*(E)]]-4,8-dihydroxy-5,5,7,9, 1 3-pentamethyl-1 6-[1 -methyls- 
methyl- 4-thiazolyl)ethenyl]-1 1 -aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*, 15R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-16-[1 -methyls- 
methyl- 4-thiazolyl)ethenyl]-11-aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[1S-[1R*,3R*,7R*,10S*,11R*,12R*,16S*]]-N-phenyl-7,11-dihydroxy-8,8,10,12,16- 
pentamethyl-5,9-dioxo-4,17-dioxabicyclo[14.1 .0]heptadecane-3-carboxamide; 

[1S-[1R* l 3R* l 7R*,10S*,11R*,12R*,16S*]]-N-phenyl-7,11-dihydroxy-8,8,10,12-tetramethyl- 
5,9-dioxo-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-3-carboxamide; 
[4S-[4R*,7S*,8R* l 9R*,15R*]]-N-phenyl-4,8-dihydroxy-5,5,7,9,13-pentamethyl-2,6-dioxo-1- 
oxa-13-cyc|ohexadecene-1 6-carboxamide; 

[4S-[4R*,7S*,8R*,9R*, 1 5R*]]-N-phenyl-4,8-dihydroxy-5,5,7,9-tetramethyl-2,6-dioxo-1 -oxa- 
1 3-cyclohexadecene-1 6-carboxamide; 

[1S-[1R* > 3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)cyclopropyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 
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[1S-[1R^3R*(E)7R^10S^11R^12R^16S*]]-7,11-dihydroxy-8,8,10,12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)cyclopropyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; and 

[4S-[4R*,7S*,8R*,9R*, 1 5R*(E)]]-4,8-dihydroxy-5,5,7,9, 1 3-pentamethyl-1 6-[1 -methyl-2-(2- 
hydroxymethyl- 4-thiazolyl)ethenyl]-1-aza-13(Z)-cyclohexadecene-2,6-dione; and 
pharmaceutically acceptable salts, solvates and hydrates thereof. 

22. (Amended herein) The method as claimed in Claim 7, wherein said Gcompound of 
Formu l a formula I is selected from the group consisting o f at least one of : 

[1S-[1R* l 3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethehyl]-4,13,17-trioxabicyclo[14.1 .0]heptadecane-5,9- 
dione; 

[1 S-[1 R*,3R*(E),7R*,10S* 1 1 R*,12R*,16S*]]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,13,17-trioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1 -methyls- 
methyl- 4-thiazolyl)ethenyl]-1 , 1 0-dioxa-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4 j 8-dihydroxy-5,5,7,9-tetramethyl-16-[1 -methyls- 
methyl- 4-thiazolyl)ethenyl]-1 ,1 0-dioxa-1 3-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 16S*]]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2, 1 6-pentamethyl-3-[1 - 
methyL2-(2-methyl- 4-thiazolyl)ethenyl]-4,14,17-trioxabicyclo[14.1 .0]heptadecane-5,9- 
dione; 
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[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*,1 2R*, 16S*]]-7, 1 1 -dihydroxy-8,8, 10,1 2-tetramethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,14,17-trioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1,11-dioxa-13-cyclohexadecene-2,6-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-16-[1-n^etrlyl-2-(2- 
methyl- 4-thizolyl)ethenyl]-1 ,1 1-dioxa-13-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 16S*]]-7, 1 1 -dihydroxy-8,8, 10,12,1 6-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1 .0]heptadecane-9-one; 

[1 S-[1 R*,3R*(E),7R*,10S*, 1 1 R*, 1 2R*, 16S*]]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-9-one; 

[1 S-[1 R*,3R*(E),7R*. 1 0S*, 1 1 R*, 1 2R*, 16S*]]-7, 1 1 -dihydroxy-3,8,8, 1 0,12,1 6-hexamethyl-3- 
[1-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 16S*]]-7, 1 1 -dihydroxy-3,8,8, 1 0,1 2-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9,13,16-hexamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R* ) 15R*(E)]]-4,8-dihydroxy-5,5,7,9,16-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 16S*]]-7, 1 1 -dihydroxy-8,8, 1 0,12,1 6-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 
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[1S-[1R^3R*(E)7R^10S^11R^12R^16S1]-7,11-dihydroxy-6,8,8,10,12-pentarnethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4, 1 7-dioxabicyclo[1 4. 1 0]heptadecane-5,9-dione; 

[1S-[1R^3R*(E)7R^10S^11R^12R^16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyI-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5,57,9,13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1-aza-13-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1-aza-13-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E),7R*,10S*, 11R*,12R*,1 6S*]]-7, 1 1 -dihydroxy-4,8,8, 10,12,1 6-hexamethyl-3- 
[1-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*. 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-4,8,8, 1 0,1 2-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 

[4S-[4R*,7S*,8R*,9R*, 1 5R*(E)]]-4,8-dihydroxy-1 ,5,5,7,9,1 3-hexamethyl-1 6-[1 -methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1-aza-13-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*, 1 5R*(E)]]-4,8-dihydrbxy-1 ,5,5,7,9-pentamethyM 6-[1 -methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-8,8, 1 0,12,1 6-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-1 3-aza-4, 1 7-dioxabicyclo[14. 1 .0]heptadecane-5,9- 
dione; 
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[1S-[1R^3R*(E)7R^10S^11R^12R^16S1]-7,11-dihydroxy-8,8,10 l 12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-13-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1-tTlethyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-10-aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-16-[1-methyl-2-(2- 
methyl-4-thiazolyl)ethenyl]-10-aza-1-oxa-13-cyclohexadecene-2,6-dione; 

[1S-[1R^3R*(E)7R^10S^11R^12R^16S^]-7,11-dihydroxy-8,8J0J2,16-pentamethyl-3-[1- 
. methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-14-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1 S-[1 R*,3R*(E),7R*. 1 OS*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-3-[1 - 

methyl-2-(2-methyl-4-thiazolyl)ethenyl]-14-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 

dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 1 -aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-16-[1-methyl-2-(2- . 
methyl- 4-thiazolyl)ethenyl]-1 1 -aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[1 S-[1R*,3R*,7R*,1 OS*, 11 R*,12R*,1 6S*]]-N-phenyl-7, 11 -dihydroxy-8,8, 10, 12,1 6- 
pentamethyl-5,9-dioxo-4,17-dioxabicyclo[14.1.0]heptadecane-3-carboxamide; 

[1S-[1R*,3R*,7R*,10S*,11R*,12R*,16S*]]-N-phenyl-7,11-dihydroxy-8,8,10,12-tetramethyl- 
5,9-dioxo-4,17-dioxabicyclo[14.1.0]heptadecane-3-carboxamide; 
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[4S-[4R^7S*,8R^9R^15R1]-N-phenyM,8-dihydroxy-5,57;9J3-pentamethyl-2,6-dioxo-1- 
oxa-1 3-cyclohexadecene-1 6-carboxamide; 

[4S-[4R*,7S*,8R*,9R*,15R*]]-N-phenyl-4,8-dihydroxy-5,5,7,9-tetramethyl-2,6-dioxo-1-oxa- 
1 3-cyclohexadecene-1 6-carboxamide; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7,1 1 -dihydroxy-8,8, 1 0, 1 2, 1 6-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)cyclopropyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1 S-[1 R*,3R*(E)i7R*, 1 0S*, 1 1 R*, 1 2R*, 1 6S*]]-7, 1 1 -dihydroxy-8,8, 1 0, 1 2-tetramethyl-3-[1 - 
methyl-2--(2-methyl.T 4-thiazolyl)cyclopropyl]-4, 1 7-dioxabicyclo[1 4. 1 .0]heptadecane-5,9- 
dione; and 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5 ) 5,7,9,13-pentamethyl-16-[1-methyl-2-(2- 
hydroxy methyl- 4-thiazolyl)ethenyl]-1-aza-13(Z)-cyclohexadecene-2,6-dione; and 
pharmaceutically acceptable salts, solvates and hydrates thereof. 

23. (Amended herein) A pharmaceutical composition for the treatment of cancer which 
comprises a svnergistically effective amount of at least one ant i pro li ferative anti-neoplastic 
cytotoxic agent and at least one a=compound of Formula formula I as described in Claim 1, 
and a pharmaceutically acceptable carrier. 

24-25. Canceled. 

26. (Amended herein) The composition according to Claim 23 wherein the 

antiproliforat i vo anti-neoplastic cytotoxic agent is one or more agents selected from the 

group consisting of a microtubule-stabilizing agent, a microtubule-disruptor agent, an 

alkylating agent, an anti-metabolite, epidophyllotoxin, an antineoplastic enzyme, a 

topoisomerase inhibitor, procarbazine, mitoxantrone, inhibitors of cell cycle progression, a 

platinum coordination complex, an anthracycline drug, a vinca drug, CDK inh i b i tors , a 
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mitomycin, a bleomycin, a cytotoxic nucleoside, a taxane, compound 2, compound 3 , an 
epothilone, discodermolide, a pteridine drug, a diynene, an aromatase inhibitor m4=a 
podophyllotoxin, and/or mixtures thereof . 

27. (Amended herein) The composition according to Claim 23 wherein the compound of 
Formu l a formula I is selected from the group consisting of at least one of [1 S- 
[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,13,17-trioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,13,17-trioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1,10-dioxa-13-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5 i 5,7,9-tetramethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1,10-dioxa-13-cyclohexadecene-2,6-dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,14,17-trioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,14,17-trioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-5,5,7,9,13-pentamethyl-16-[1-methyl-2-(2- 
methyl-4-thiazolyl)ethenyl]-1,11-dioxa-13-cyclohexadecene-2,6-dione; 
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^S-^R'^S'^^.O^.ISR^EJlH.Mihydroxy-S.S^.^tetramethyl-ie-II-methyl^^- 
methyl- 4-thizolyl)ethenyl]-1,11-dioxa-13-cyclohexadecene-2,6-clione; 

[1S-[1R* l 3R*(E)7R*J0S*J1R*J2R^16S^]-7J1<lihydroxy^ l 8 l 10,12 l 16.pentamethyl-3-[.1■- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-9-one; 

[1S-[1R^3R*(E)7R^10S^11R^12R^16S1]-7Ji-dihydroxy-8 l 8J0J2-tetrarT1ethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-9-one; 

[1S-[1R^3R*(E)7R^10S^11R^12R^16S*]]-7J1-dihydroxy-3,8,8 I 10,12,16-hexamethyl-3- 
[1-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R*,3R*(E)7R*J0S*J1R*,12R*J6S*]]-7J1-dihydroxy-3,8,8J0,12-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[4S-[4R*,7S*,8R*,9R*, 1 5R*(E)]]-4,8-dihydroxy-5,5,7 > 9, 1 3,1 6-hexamethyl-1 6-[1 -methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1-oxa-13-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*, 1 5R*(E)]]-4,8-dihydroxy-5;5,7,9, 1 6-pentamethyl-1 6-[1 -methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1-bxa-13-cyclohexadecene-2,6-dione; 

[1S-[1R^3R*(E),7R^10S^11R^12R^16S*]]-7,11-dihydroxy-8,8,10 l 12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*,1 2R*,1 6S*]]-7, 1 1 -dihydroxy-6,8,8, 1 0, 1 2-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9-dione; 

[1S-[1R^3R*(E) l 7R^10S^11R*,12R^16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 
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"[1S-[1R^3R*(E)7R^10S^11R^12R^16S1]-7J1-dihydroxy-8 l 8,10J2-tetrarT^ethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5,57,9J3-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 

[4S-[4K^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5 l 5,7,9-tetramethyl-16-[1-rTlethyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 

[1 S-[1 R*,3R*(E),7R*, 1 OS*, 1 1 R*, 1 2R*, 16S*]]-7, 1 1 -dihydroxy-4,8,8, 1 0,12,1 6-hexamethyl-3- 
[1-methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1 S-[1 R*,3R*(E),7R*, 1 0S*, 1 1 R*,1 2R* 7 1 6S*]]-7, 1 1 -dihydroxy-4,8,8, 1 0, 1 2-pentamethyl-3-[1 - 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione; 

[4S-[4R*,7S*,8R*,9R*, 1 5R*(E)]]-4,8-dihydroxy-1 ,5,5,7,9, 1 3-hexamethyl-1 6-[1 -methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*,15R*(E)]]-4,8-dihydroxy-1,5,5,7,9-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 -aza-1 3-cyclohexadecene-2,6-dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-13-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*;i2R*,16S*]]-7,11-dihydroxy-8,8,10,12-tetrarnethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-13-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 
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[4S-[4R*JS*,8R*,9R*J5R*(E)]]-4,8-dihydroxy-5,57,9J3-pentamethyl-16-[1-methyl-2-(2- 
methyl- 4-thiazolyl)ethenyl]-1 0-aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R^7S^8R^9R^15R*(E)]]-4 I 8-dihydroxy-5,57,9-tetramethyl-16-[1-^nethyl-2-(2- . 
methyl- 4-thiazolyl)ethenyl]-1 0-aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[1S-[1R^3R*(E)7R^10S^11R^12R^16S*]]-7,11-dihydroxy-8,8,10,12,16-pentarnethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-14-aza-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1S-[1R^3R*(E),7R^10S^11R^12R^16S*]]-7,11-dihydroxy-8,8,10,12-tetramethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)ethenyl]-14-aza-4,17-dioxabicyclo[14.1 .0]heptadecane-5,9- 
dione; 

[4S-[4R*,7S*,8R*,9R*, 1 5R*(E)]]-4,8-dihydroxy-5,5,7,9, 1 3-pentamethyl-1 6-[1 -methyls- 
methyl- 4-thiazolyl)ethenyl]-1 1 -aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[4S-[4R*,7S*,8R*,9R*, 1 5R*(E)]]-4,8-dihydroxy-5,5,7,9-tetramethyl-1 6-[1 -methyls- 
methyl- 4-thiazolyl)ethenyl]-1 1 -aza-1 -oxa-1 3-cyclohexadecene-2,6-dione; 

[1S-[1R*,3R*,7R*,10S*,11R*,12R*,16S*]]-N-phenyl-7,11-dihydroxy-8,8,10,12,16- 
pentamethyl-5,9-dioxo-4,17-dioxabicyclo[14.1.0]heptadecane-3-carboxamide; 

[1 S-[1 R*,3R*,7R*,1 OS*, 1 1 R*, 1 2R*, 1 6S*]]-N-phenyl-7, 1 1 -dihydroxy-8,8, 1 0,1 2-tetramethyl- 
5,9-dioxo-4,17-dioxabicyclo[14.1.0]heptadecane-3-carboxamide; 

[4S-[4R*,7S*,8R*,9R*,15R*]]-N-phenyl-4,8-dihydroxy-5,5,7,9,13-pentamethyl-2,6-dioxo-1- 
oxa-1 3-cyclohexadecene-1 6-carboxamide; 

[4S-[4R*,7S*,8R*,9R*,15R*]]-N-phenyl-4,8-dihydroxy-5,5,7,9-tetramethyl-2,6-dioxo-1-oxa- 
13-cyclohexadecene-16-carboxamide; 
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[1S-[1R^3R*(E),7R^10S^11R^12R^16S1]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)cyclopropyl]-4,17-dioxabicyclo[14.1.0]heptadecane-5,9- 
dione; 

[1S-[1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12-tetrametriyl-3-[1- 
methyl-2-(2-methyl- 4-thiazolyl)cyclopropyl]-4,17-dioxabicyclo[14.1 .0]heptadecane-5,9- 
dione; and 

[4S-[4R^7S^8R^9R^15R*(E)]]-4,8-dihydroxy-5,57,9,13-pentamethyl-16-[1-ITlethyl-2-(2- 
hydroxymethyl- 4-thiazolyl)ethenyl]-1-aza-13(Z)-cyelohexadecene-2,6-dione; 
and pharmaceutically acceptable salts, solvates and hydrates thereof 

28. (Amended herein) The composition according to Claim 26 wherein the 
pharmaceutically acceptable salt is selected from the group consisting of at least one of the 
hydrochloride salt, the methanesulfonic acid salt and the trifluoroacetic acid salt. 

29-31. Canceled. 



32. (Amended herein) The composition according to c l a i m Claim 26 wherein the 
ant i pro l iferat i ve anti-neoplastic cytotoxic agent is Cisplatin and the compound of formula I is 
[1S 1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione. 

33. (Amended herein) The composition according to cla i m Claim 23, wherein said 
composition comprises Compound 1 MS-1 R*.3R*(E),7R*,10SM 1 R* 12R*,16S*11-7,1 1- 
dihvdroxvr8,8, 1 0.12.1 6-pentamethvl-3-M -methyl-2-(2-methvl-4-thiazolvl)ethenyll-4-aza-1 7- 
oxabicvclori4.1.01heptadecane-5,9-dione and carboplatin. 

34. (Amended herein) The composition according to eta4m Claim 23, wherein said 

composition comprises Compound 1 MS-1 R*,3R*(E).7R*. 1 0S*. 1 1 R*, 1 2R*. 1 6S*ll-7, 1 1 - 
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dihvdroxv-8.8.10.12.16-pentamethvl-3-M-methvl-2-(2^ 
oxabicvcloH4.1.01heptadecane-5,9-dione and doxorubicin. 

35. (Amended herein) The composition according to c l a im Claim 23, wherein said 
composition comprises Compound 1 f1S-1R*.3R*(E).7R*.10S*.11R*.12R*.16S*ll-7.11- 
dihvdroxv-8,8, 1 0.12,1 6-pentamethvl-3-M -methvl-2^2-methvl-4-thiazolvnethenvll-4-aza-1 7- 
oxabicvcloH4.1.01heptadecane-5,9-dione and CPT-11. 

36-70 (canceled) 

71. (Amended herein) The method of eterim Claim 1 wherein the compound of Formu l a 
formula I is [1S-1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10, 12,16- 
pentamethyl-3-[1 -methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-1 7- 
6xabicyclo[14.1.0]heptadecane-5,9-dione and the ant i proliforat i vo anti-neoplastic cytotoxic 
agent is capecitabine. 

72. (Amended herein) The method of eta4m Claim 2 wherein the compound of formula I 
P©m«ia4is[1S-1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12 l 16- 
pentamethyl-3-[T-methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17- 
oxabicyclo[14.1.0]heptadecane-5,9-dione and the a nti p r o lifor at i v o antineoplastic cytotoxic 
agent is capecitabine. 

73. Canceled. 

74. (Amended herein) The composition of c l a im Claim 23 wherein the anti-neoplastic 
cytotoxic agent is capecitabine. 

75. Canceled 
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76 (New) The method according to Claim 3 wherein the compound of formula I is [1S- 
1R*,3R*(E);7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione 
and the anti-neoplastic cytotoxic agent is capecitabine. 

77 (New) The method according to Claim 4 wherein the compound of formula I is [1S- 
1R*,3R*(E),7R*,10S* ) 11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10 l 12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione 
and the anti-neoplastic cytotoxic agent is capecitabine. 

78 (New) The method according to Claim 5 wherein the compound of formula I is [1S- 
1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione 
and the anti-neoplastic cytotoxic agent is capecitabine. 

79 (New). The method according to Claim 6 wherein the compound of formula I is [1S- 
1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10 > 12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[l4.1.0]heptadecane-5,9-dione 
and the anti-neoplastic cytotoxic agent is capecitabine. 

80 (New). The method according to Claim 1 , wherein the anti-neoplastic cytotoxic agent is 
an anti-metabolite. 

81 (New). The method according to Claim 80, wherein the anti-metabolite is selected from 
the group consisting of Methotrexate, 5-F|uorouracil, Floxuridine, Cytarabine, 6- 
Mercaptopurine, 6-Thioguanine, Fludarabine phosphate, Pentostatine, Gemcitabine, 
Capecitabine, and/or mixtures thereof. 

82 (New). The method according to Claim 1 , wherein the anti-neoplastic cytotoxic agent is 
an anti-metabolite and the compound of formula I is [1 S- 
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1^3R*(E),7RM0SM1RM2RM6S*]]-7,11-dfo^ 
methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17-oxab^ 

83 (New). The method according to Claim 82, wherein the anti-metabolite is selected from 
the group consisting of Methotrexate, 5-Fluorouracil, Floxuridine, Cytarabine, 6- 
Mercaptopurine, 6-Thioguanine, Fludarabine phosphate, Pentostatine, Gemcitabine, 
Capecitabine, and/or mixtures thereof. 

84 (New) The method according to Claim 1 , wherein the compound of formula I has the 
formula, 




WisOorNRi 5 ; 

Ri, R2, R3, R4, R5, R6, and R 7 are independently selected from the group consisting 
of H, alkyl, substituted alkyl, and aryl; 

R 8 , R11, and R12 are independently selected from the group consisting of H, alkyl, 
substituted alkyl, aryl, substituted aryl, cycloalkyl and heterocyclo; and 

R 15 is H, alkyl, or substituted alkyl. 
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85 (New) The method according to Claim 84 wherein R^ R 2 , R3, R4, R5, R6, and R 7 are 
independently selected from the group consisting of H and lower alkyl. 

86 (New). The method according to Claim 85 wherein the anti-neoplastic cytotoxic agent is 
an anti-metabolite. 

87 (New). The method according to Claim 86 wherein the anti-metabolite is selected from 
the group consisting of Methotrexate, 5-Fluorouracil, Floxuridine, Cytarabine, 6- 
Mercaptopurine, 6-Thioguanine, Fludarabine phosphate, Pentostatine, Gemcitabine, 
Capecitabine, and/or mixtures thereof. 

88 (New) The method according to Claim 1, comprising the treatment of a cancer selected 
from at least one of bladder cancer, pancreatic cancer, prostate cancer, lung cancer, 
colorectal cancer, and breast cancer. 

89 (New) The method according to Claim 88, comprising the treatment of metastatic breast 
cancer. 

90 (New) The method according to Claim 71, comprising the treatment of a cancer 
selected from at least one of bladder cancer, pancreatic cancer, prostate cancer, lung 
cancer, colorectal cancer, and breast cancer. 

91 (New) The method according to Claim 83, comprising the treatment of a cancer 
selected from at least one of bladder cancer, pancreatic cancer, prostate cancer, lung 
cancer, colorectal cancer, and breast cancer. 

92 (New). The method according to Claim 1 wherein the anti-neoplastic cytotoxic agent is 
an alkylating agent. 
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93 (New). The method according to Claim 84 wherein the anti-neoplastic cytotoxic agent is 
an alkylating agent. 

94 (New). A pharmaceutical product for administering a combination of antiproliferative 
agents to a mammal, the product comprising in a first package, a cytotoxic agent selected 
from at least one of an anti-metabolite and an alkylating agent, and in a second package, a 
compound having the formula, 




WisOorNR 15 ; 

Ri, R 2> Rs, R4, Rs, Re, and' R 7 are independently selected from the group consisting 
of H, alkyl, substituted alkyl, and aryl; 

R 8 , Rn, and R i2 are independently selected from the group consisting of H, alkyl, 
substituted alkyl, aryl, substituted aryl, cycloalkyl and heterocyclo; and 

R 15 is H, alkyl, or substituted alkyl. 

95 (New). The product according to Claim 94 wherein the cytotoxic agent is an anti- 
metabolite selected from the group consisting of Methotrexate, 5-Fluorouracil, Floxuridine, 

-25- 



'I 

Attorney Docket No. LD0268NP 
US application Serial No. 10/091,061 

Cytarabine, 6-Mercaptopurine, 6-Thioguanine, Fludarabine phosphate, Pentostatine, 
Gemcitabine, Capecitabine, and/or mixtures thereof. 

96 (New). The product according to Claim 94 wherein the compound of formula I is [1S- 
1R*,3R*(E),7R*,10S*,11R*,12R*,16S*]]-7,11-dihydroxy-8,8,10,12,16-pentamethyl-3-[1- 
methyl-2-(2-methyl-4-thiazolyl)ethenyl]-4-aza-17-oxabicyclo[14.1.0]heptadecane-5,9-dione. 

97 (New). The product according to Claim 96 wherein the cytotoxic agent is an anti- 
metabolite selected from the group consisting of Methotrexate, 5-Fluorouracil, Floxuridine, 
Cytarabine, 6-Mercaptopurine, 6-Thioguanine, Fludarabine phosphate, Pentostatine, 
Gemcitabine, Capecitabine, and/or mixtures thereof. 

98 (New). The product according to Claim 97 wherein the cytotoxic agent is at least 
capecitabine. 

99 (New). The product according to Claim 94 wherein the cytotoxic agent is an alkylating 
agent. 

TOO (New). The product according to Claim 99 wherein the alkylating agent is at least 
Cisplatin. 
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